Abstract word count: 185
Introduction
Fanconi Anemia (FA) is an inherited bone marrow failure (BMF) syndrome characterized by hypersensitivity to DNA cross-linking agents, congenital anomalies, BMF, and an increased risk of developing leukemia and solid tumors 1 . FA is caused by mutations in one of seventeen genes that make up the FA DNA repair pathway [2] [3] [4] . BRCA1 binds directly to several FA proteins, all of which are essential for normal hematopoiesis, but the effects of BRCA1 deficiency on hematopoiesis are unknown. Several lines of evidence suggest that BRCA1 may also be an important regulator of hematopoiesis. First, BRCA1 is highly expressed in hematopoietic tissues 5, 6 , whereas its expression is lost in myeloid leukemias 7, 8 . Second, overexpression of Brca1 in the bone marrow (BM) disrupts stem cell quiescence and differentiation 9 . Lastly, the first person ever reported to have biallelic BRCA1 mutations experienced unusually severe myelosuppression after exposure to the DNA crosslinking agent carboplatin 10 , providing direct evidence that BRCA1 is important in human hematopoiesis.
To test whether BRCA1 has a critical role in hematopoiesis, we created a . Histopathology, flow cytometry, and spectral karyotyping (SKY) were performed on isolated tissues.
Detailed methods are included in Supplemental Data.
Results and Discussion
As early as one month of age, Brca1 -/-mice demonstrated a macrocytic anemia (hemoglobin (Hb) levels: 10.3±3.3 versus 12.5±3 g/dL, p=0.042 ( Figure   1A ) and mean corpuscular volume 66.3±5.0 versus 55.4±4 fL, p<1 x 10 -5 ( Figure   1B) ) and had lower mean total white blood cell counts compared to Brca1 +/+ mice ( Figure S2 ). 14, 15 .
To investigate the etiology of these hematopoietic defects, we performed flow cytometry on single cell suspensions from BM and spleen to assess for differences in specific hematopoietic cell populations. In the spleens of BMF mice, we found an accumulation of early RBC precursors at the basophilic erythroblast (CD71+, Ter119+) stage relative to Brca1 +/+ mice (p=0.003) ( Figure   1I -J) that was not present in their BM ( Figure S3D ), suggesting a niche effect.
We then assessed for differences in cell populations in the BM of two month old 
Brca1
-/-mice were unable to reconstitute hematopoiesis in lethally irradiated congenic mice ( Figure S4 ). These data demonstrate that although LSK numbers 16, 18 , further investigation of our model may provide novel insights into FA pathogenesis. 
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Cytogenetic abnormalities
40,XX [13] 40,XX,chrb(4)(C2) [1] 40,XX,chtb(2)(H1),chtg(6)(B1) [1] 40,XX,chtb(1)(H5),chrg(5)(D) [1] 40,XX,chrg(2)(E2) [1] 39,XX,chtb(2)(B),chrb(3)(F1),chrg(13)(C3),chrg(15)(E),-16,chtb(17)(B) [1] 40,XX,chte(2;5)(F1;C2),chte(9;12)(F1;E),pcd(16)(A) [1] 40,XX,t(1;17)(H4;A2) [1] 
